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We wish to thank Dr. Dimitrow for his continued interest in our articles. [1] [2] [3] In his letter, he disagreed with our comment that from our two studies alone we are unable to conclude that endothelial dysfunction is an intrinsic abnormality in the coronary artery system of patients with hypertrophic cardiomyopathy (HCM). 3 On the basis of his previous work, 4,5 he has demonstrated that impaired endothelium-dependent vasodilatation of coronary resistance vessels, which is one of the potential mechanisms of myocardial ischemia, is seen in HCM, and that verapamil therapy improves this endothelial dysfunction.
When provocation tests for coronary vasospasm are performed in the catheterization laboratories of our hospitals, an intracoronary bolus injection of acetylcholine of 20 to 100 g is used because of its effectiveness and safety. 6, 7 In our two previous studies, 1,2 acetylcholine tests were performed in order to evaluate whether vasospasm at the level of epicardial coronary arteries occurred in patients with and without HCM. The purpose of the acetylcholine injections was not to evaluate whether subjects had coronary endothelial dysfunction. In the first study, 1 coronary vasospasm was induced in 10 of 36 patients (28%) with HCM. At the dose we used, the specificity of the provocation tests using acetylcholine to detect coronary vasospasm is very high in the Japanese patient population. 6 Furthermore, the same dose of acetylcholine does not induce coronary vasospasm in patients without vasospastic angina in Western populations. 8 Thus, the transient total or subtotal occlusion of the epicardial coronary artery that is induced by the highest dose of acetylcholine we used is classified as coronary vasospasm, even in HCM patients.
Acetylcholine has two opposing effects: an endotheliumdependent vasodilator effect and a direct vasoconstrictor effect. The net coronary vasomotor response, either vasodilatation or vasoconstriction, depends on the balance between these two effects. In normal coronary arteries with a functionally intact endothelium, a low concentration of acetylcholine will induce vasodilatation. However, in diseased coronary arteries with dysfunctional endothelium, acetylcholine is expected to induce vasoconstriction even at the same concentration. Thus, a low concentration of acetylcholine, which corresponds to an estimated blood concentration in the coronary bed of 10 -8 to 10 -6 mol/L, has been used as a probe for testing endothelial function. 9 However, even normal coronary arteries with intact endothelial function constrict in response to higher concentrations of acetylcholine by the direct effect of the agent on vascular smooth muscle. The dose of acetylcholine that we used, which corresponds to an estimated blood concentration in the coronary bed of approximately 10 -5 mol/L, is so high that the direct vasoconstrictor effect overrides the endothelium-dependent vasodilator effect. 8, 10 Thus, a relatively high dose of acetylcholine is not suitable for separating the role of endothelial dysfunction from that of smooth-muscle hyperreactivity in epicardial coronary vasoconstriction. 
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Cryptogenic Hemoptysis and Smoking
To the Editor:
Boulay et al (August 2000) 1 showed that hospitalization for hemoptysis followed a seasonal pattern: the distribution of cumulative monthly hospitalizations for hemoptysis peaked in early spring and was lowest in summer. In their report, hospitalization for cryptogenic hemoptysis did not statistically differ from hospitalization for noncryptogenic hemoptysis in seasonal variation. Therefore, the hypothesis of infection being the most frequent cause of cryptogenic hemoptysis is dismissed.
A total of 42.2% of all hemoptysis cases were classified as cryptogenic in their article, a percentage that is markedly high compared with other previously published articles. CT scanning (often high-resolution CT) together with chest radiography and fiberoptic bronchoscopy has recently been performed to diagnose hemoptysis. Hirshberg et al 2 reported a 93% diagnosis rate for hemoptysis using fiberoptic bronchoscopy together with CT. Even in a previous study, where CT was not used in the analysis, only 3 to 22% of all hemoptysis cases were classified as cryptogenic. 2 Although the study by Boulay et al 1 was multicenter with a large number of patients, their study design was retrospective and diagnostic procedures differed among institutions. Noncryptogenic hemoptysis may have been classified as cryptogenic because cryptogenic hemoptysis is an exclusive diagnosis. Boulay et al 1 did not comment about the amount of expectorated blood for indication of hospitalization, so biases of disease may not have been limited among institutions.
Boulay et al 1 also did not comment about smoking in their article. Adelman et al 3 reported that 71.6% of cryptogenic hemoptysis patients were smokers, although they did not discuss enough about the causal relationship between cryptogenic hemoptysis and smoking. We have observed 51 hospitalized patients with hemoptysis from 1995 through 2000 in Kure Kyosai Hospital (the volume of expectorated blood was 20 to 500 mL/d). Six hemoptysis patients (12%) were considered cryptogenic according to the findings of CT and fiberoptic bronchoscopy. Four patients were men, and two patients were women. Almost all patients were middle-aged men, except for an 83-year-old man. Nineteen of 51 patients were smokers, and all 6 patients with cryptogenic hemoptysis were smokers. Endobronchial appearance was normal except for bleeding. Four patients had bleeding from the upper lobe, and two patients had bleeding from the middle lobe or lingular segment. CT showed only local pulmonary opacity, which was compatible with bleeding. After discharge, four patients ceased smoking and two continued, but none relapsed. We think smoking is one of the causes of cryptogenic hemoptysis. Cryptogenic hemoptysis and smoking have not been adequately studied and further examination is needed.
